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I CAMBRIDGE LABORATORfES UUilED 



1 . Jhis opinion contains indications relating to the fbiiowing items; 
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Box Ho. \ 


Basis of ihe opinion 
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Box No. if 








Box Ho. IN 


Nan-asslabishmsntof opirsiort wttii regard to novelty, inveiitive step and i 


idustrta! appiksabiiity 




8c)x No. rV 


Lack o-f sjns^' of inventsart 
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Box No. V 


Rsason«d statement under Ruis 43fe/s.1(a)(i) wfth segard to nov^St*,', Invs 
appiieabiiitj?; citations and eKpiana^ons supporting such stafemeni 


ntive step or industria 
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BoK No. Vi 
Box Ho. VH 


(^ertjiin docuifisnts cited 

c;«!taln defects in the Internationa! appiicsifiors 
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Box No, Vni 


Certain obsswations on the ir^ternaticrity appSicatiosi 
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tf a demand for international preliminary exarninsitbn is made, ihh opinion will u.'sualiy be considered to be a 
written opiRten of the International PiBiirrjInafy Examining Auihoriiy ("!PEA"). i-lowever, this does not apply where 
the appiicant chooses an Autiiofity other ^sr, tills one to bs the- iPE,^ and tiie chosen IPBA ha.& notifed the 
kjiosnational Bureau under Ruie 66,1Ws{b) ^at writfer) opinions of thfis ifrtemafena! Saarehing Authority 
will not be so eonsiderssd, 

if ftis optribf} Is, as pmvided above, considered to be a written opinion of th® iPEA, the appifcant is ifjvlted to 
subm it to the i l^EA a written reply togssti-ter, where apprspriste, wSh amend ments, before tse expir atbR of \hrm 
months from the date of mailing of Fonn PCT/iSA^O or b«Sbre the aspiration of 2Z mofjths from the priority date, 

whichever expires later. 

For furtl>:5f options, see Form PCT<iSAS20. 

For fu rther def ails, see notes to Forrrj PCT4SAiK30, 
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WRriTEN OI^IMIOM OF THE international application Hq 

iNTEBNATIONAL SEARCHIN<3 AUTHIORITY PCT,BB2005/000464 



Box No. § Basis ol the opi8tio» ^ 

1 With regard fej the ianguage, this opinion has been established or the basis of tJie international application in 
the tenguage in whfch ft was filed, unless otherwise indicated under this item. 

D This opinion has deen established on tne basis or a transiatiDn from tie oriqinal language Into the followlrsg 
language , wliioh m the language of a translatioo f umssned for the purposes of mternkional search 
(under Rutes 18.3 and 23.1(b)). 

2, Wfth regard to any nucleotide m4m amino acid sequence disclosed m the intematlenal apDlication and 
necessary to the claimed invention, this opinion has been established orv the basis of: 

a. of material: 

□ a sequence listing 

□ tabte(s) related to the sequence listing 

b. format of material: 

O in wfMen format 

□ in computer readable form 
0. time of fiingjfuriisshing: 

O contained In Intemafiorjal application as filed. 

O filed together with U)s sntematlonaf aj:^fcatlDn in computer rea<M)le form, 

□ furnished subsequently to this Autos^ for the purposes of sean^h. 



3, U In addition, in the case that more than orse version or copy of a sequence listing and4>r tatsie relating thereto 

has beon filed or furnished, tiie required statements that the tnfofmaflon in the subsequent or additional 
copies Is Identical to that In U^e application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 



Fofin PCTJiSA/237 Uafwary 2004) 



WKITTEN OPII^IION OF THE international apolfcalson Hn. 

INTEflMATIONAL SEARCHIMO AUTHORITY PCT/OB2005k>00464 



Box No, III Morj-establSshment of opinion with regard to fiovelty, srjventiv© sl©p mii in^uslrM 
appjicablllty _ ^ 

The questrons whether liie claimed invenison appsars t«,> be novel, to mvolve £in Inventive step {to b© non 
obvious), or to be industrially applicable have iior been examlneti in respects?; 

□ tfm entire intsrnationaS appicafcn, 

S claims Hob. 27 {wfth regard to industriai appBcabllity) 
because: 

□ the said iofernatianal application, or the said claims Nos. relate to the fcifowing subject matter which 
does not require m internatiorsai prelsminarsf examinaion (specify): 

D the descripttoo, claims or drawings (indicsie paf/Zajfef eteimnts below) or said claims Mos. ar« so 
unclear that no meanlngfui opintorj could be formed {specify): 

□ the claims, ot said claims Mos. are so inadequately auppoded by the descn'ption that no meanirjgfu! opinion 
coutd be formed. 

iSJ no (rtternationai search report has been establsshap lor the whole application or for said claims Nos. 27 
(with regard to industrial appitcability) 

□ the nucleotide andpr mmm acid sequerice listing does not compiy with tlie standard prt>vided for in Annex 
G of the Adminlsfrafive instrucjtions in ttiat; 

the written form □ has not been furnished 

□ does not ctunply witti the standard 
the Mmputer readabio form D has not Ijeeri furnished 

□ does not comply with the standard 

□ the lables related to the riucleotide andbr amino acid sequence iisttng, if in computer r«adab!o form only, do 
not comply wii the iechnica! requirements pmvided for in Annex C~bis of the Administrative instaictfons. 

□ See separate sheet for ludher detaiis 
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WRI fTEN OPI HlOU OF THE Int^matiooal appiicatlon No 

INTEBNATiONAL SEARCHING AyTHORITY PGT,'G8200^00464 



Sox Uq. ¥ Ressoj^ed statement under Rule 430feJ (a)(1) with regard to nov^^tyjnventive step or 
__Jr3dustrja i appHcabMlty; citations and expianatioits aupportlnig s» ch statement 

1. Statement 

Noveity(N) Yes: Cim t-34 

No: Claims 

inventive step (18) Yes: Claims 

No; Claims 1-34 

Industrial appliC5aljl]lt>? (lA) Yes; Ciaims t-26, 28-34 

No: Claims 



2. Cimtlons and expLsarfatiORs 
sse separate slieat 



Bex No. VIS Cgftein dgfecte In the Intemattomii lypllcation 

The following defects in tiie form or contents of the internatiorsai application have been noted: 
see separate sl^eet 



BoKljo. Vifi Certain observations on the irrtematSonaiar^Hcatioft 

The following obsen-'ations on the ttlarit>' of the claims, descnption, and drawiiRgs or on trie question whether the 
claims are fully supportefi py the description, are made: 

see separate sheet 
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international appiication No. 
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WBiTTEM OFII^iON OF THE 
IMTERNIATfOflAL SEABCHII^G 
AyiHOeiTY (SEFABATE SHEET) 



Be Item III 

Mon-estal3lislim©rit of opinion with regard to novelty. Inventive step and Industrial 
applicability 

Claim 27^ relates to subject-matler coosidered by this Authodty to be covered by the 
provisions of Rule 67.1(iv) PCX. Consequently, no opinion mil be formolated with respect 
to the Industrial applicability of the subjeal-matter of this claim (Article 34(4)(a){l) PCI), 



Reasoned statement with regard to novelty, Inventive step or Industrial applicability; 
citations and explanations supporting such statement 

V.I Cited documents 

D1 : y, R. KILBOURN ET AL: "Absolute Configuration of (■f)-afpha- 

Dihydrotetrabenazine, an .Active Metabote of Tetrabenazlne" CHIRALITY, vol. 
9, no. 1, 1997, pages 59-6.??, XP002329921 
02: M. KILBOURN ET AL: "Binding of alpha ■dlliydrotetrabena.zine to the vesicylar 
monoamine liansporler is stereospedfic" EUROPEAN JOURNAL OF 
PHARMACOLOGY, voL 278, no. 3, 1995, pages 249-252, XP0()2329922 
D3: A, BROSSt ET AL: "Syntheseversuche In der Emetin-Reihe. 3. 2-l tydroxy- 
hydrobenzojialchlnollzine" HELVETICA CHIMICA ACTA, vol. 41, 1958, pages 
1793-1806, XP008047475 BASEL, OH 
D4: US-A-6 087 376 (CROOKS ET AL) 1 1 July 2000 (2000-07-1 1 ) 
D5: US~A-2 843 591 (A. BROSSI ET AL) 1 5 July 1 958 {1 958-07-15) 
D6: US- A-2 830 993 (A. BROSSI ET AL) 1 5 April 1 958 (1 958-04-1 5) 
The indicated designations are used throughout the examination procedure. 

V.2 Movelty 

None of the cited documents disclose a dihydrotetrabenazlne isomer where the hydrogen 
atoms at positians 3 and 1 1 b are in W-position, yor-eover, none of the cited documents 
disclose compounds as claimed in claims 32, 33 and 34. 



fQm PCT/!SA/g37 {Separate Shest) (Bhm 1) (EfO-Jatsijafy 2004) 



WRITTEN OPiniON OF THE 
IMTERnATIONIlL SEARClHinG 

Therefore the subJeGt-matter of the compound claims (1-23, 32~34), me pliarmaceutica! 
claims (24-27) and the process claims (28-31) is considered novel. 

VJ Inventive step 

V JJ According to the description, the problem underlying the present application is 
to provide further dlhydrotetrabenazJne derivatives which are therapeutically useful. 

Some of the possible stereoisomers of dihydrotetraber\azine are already known 
from the art, (see D1, D2 and D3, which are considered as relevant prior art). The 
applicant has now provided stereoisomers of tetrahydrobenazine which have a 'W- 
configuration with regard to the positions 3 and 11 b. All of the tetrahydrobenazlne Isomers 
hitherto known appear to have the "trans^-conflguratfon with regard to the positions 3 and 
11b. 

V.S J Tetrabenazine and dihydrotetrabenazine are known in the art to inhibit the 
vesicular monoamine transporter (VMAT2) in the brain and also the dopamine receptors. 
The applicant points out that the dihydrotetrabenazine isomers according to the application 
are aiso inhibitors of VMA1"'2. This result is not unexpected in view of the close chemical 
similarity of the present compounds and the known dlhydrotetrabenasines. 

V.3«4 The person skili^ tn the art, having In mind the stereochemical configuration of 
the dehydrofoenazines hitherlo known In the art f'trans" isomers) is well aware of the 
remaining isomers which have not been prepared yet f cis" isomers). The sksiled person 
would have the expectation that the phamiacoioglcal activity profile of the "cis" isomers is 
similar to the known ones. This seems to be actually the case. 

VJJ The description contains biological test resulls for all of the four posslbie {and 
claimed) isomers, which show that there are slgnlficar>t activity differences among these 
iscmers< However, the applicant does not seem to have carried out a comparison between 
the claimed compounds and the compounds known from the art. So It can only be said 
that the present compounds have pharmacological effects simsiar to the 
tetrahydrobenazines disclosed in the prior art. 
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Intemational application No. 



PC17GB20Q5/Q00464 



V J.6 Since those effects as such were (qualitatively) to be expected by a skilled 
person, the presence of an inventive stBp cannot be acknowtedged for the subject-matter 
of the compound claims 1-23 and for the pharmaceutical oJaims 24-27, 

V,3,7 Inventive step is also to be denied for the sybject-matter of the process claims 
28-31 and for claims 32-34, which are directed to intermediates. This is because tiie 
subject-matter of claims for processes and intermediates can only be considered inventive 
If the intermedfates are precursors in processes which lead to inventive and products, 

V.3.8 Snventtive step, however, could have been acknowledged if the applicant had 
been able to make credible that with the presently ciaimed compounds a technical problem 
was solved or a techf^icaS effect was obtained which can be considered non-obvious with 
regard to the prior art discbsures. 

V,4.1 The subject-matter of claims 1 -26 and 28 -34 Is industrialiy applicable. 

V.4,2 For the assessment of the preserit claim 27 on the question whether It Is 
industrially applicable, no unified criteria exist in the PCX Contrncting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as Industfialiy applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use In medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 

Be item ¥11 

Certain defects in the irtternatlonal application 

Claims 15 to 20 do not comply with Rule 6-2(a) PCX since they rely, in repect of the 
technical features of the Invention, on references to the descnpticn (i.e. the tables). 
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WRITTEH OPINION OF THE inismational appilcation Mn 

INTEBIMATIOr^AL SEABCHINIG 

fflHOBtTY CSEPABATE S HEET) PCT7eB2005/0Q0464 



Certain observations on the International application 

In claim 2, the term "for example" makes the claim unclear as to the very subject-matler for 
which protection is sought {Art 8 PCT). Moreover, iHd claims contain tiiree different 
embodiments (ranges) concerning tiie Isomeric pyrity wiiicli also make the claim unclear 
{"greater than..., typioaiiy greMer than,.., more prefe'sd/K greater than..."), Tlierefore the 
three embodiments should have been split off into three claims. This objection applies to 
ciaim 5 accordingly: Claim 5 also contains three different ranges of by-products which 
make the claim unclear as to the very scope for which protection is sought ("less than..., 
preferably less than..., more preferabiy less than..;'). Therefore also claim 6 should have 
been divided into three claims. 
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